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■背景资料




的趋势 .  乙型病
毒性肝炎是威胁
人类健康的重大
疾病之一 ,  乙型
肝炎病毒感染在
全世界范围内很
广泛 ,  其患者部
分发展成慢性肝
炎 ,  亦有少部分
可发展成肝硬化
或肝癌 ,  成为致
死的原因.
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Worldwide, nonalcoholic fatty liver disease 
(NAFLD) has a high prevalence with the rising 
rates of overweight and/or obesity. Chronic 
hepatitis B (CHB) virus infection is another 
common cause of infectious liver diseases. In 
practice, the overlap between NAFLD and 
CHB is rather common. In this review, we 
summarize the relationship between NAFLD 
and CHB, the influence of NAFLD on CHB, 
and the role of the metabolic syndrome in the 
development of hepatic fibrosis, cirrhosis and 
hepatocellular carcinoma. Recent advances 
in understanding the reason CHB is prone to 
overlap NAFLD will be discussed. The adverse 
effects caused by NAFLD on the treatment and 
progression of CHB will be also elucidated. 
NAFLD overlapping CHB often raises a 
great challenge to the clinicians, in terms of 
diagnosis or treatment. Therefore, appropriate 
management of this complex situation is 
needed. 
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■研发前沿
目前 ,  病毒性肝
炎合并肝脏脂肪
变性正呈现高发








肝治疗联手 ,  共
同抗击合并发生
的肝脏疾病.
fatty liver disease, NAFLD)的发病率呈上
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核心提示:  代谢综合征可促进慢性乙型肝炎
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(hepatocellular carcinoma, HCC)[13]. 非酒精性脂
肪性肝炎(nonalcoholic steatohepatitis, NASH)
是N A F L D的一种更严重形式 .  以人群为基




据估计 ,  当前全世界约有2 0亿例被乙
型肝炎病毒(hepatitis B virus, HBV)所感染, 
这与慢性肝炎、肝硬化以及H C C的发生有



























显示 ,  中国大陆脂肪肝患病率高达20.09%. 
30%-70%慢性丙型肝炎患者存在肝脂肪变
性 [33-35];  5%-76%(平均达28%)C H B患者肝
脏病理检查存在肝脂肪变性 [36]. P a i s等 [2]研
究发现肝脏脂肪变性(>5%)在CHB、CHC以
及N A F L D中的发生率分别为21%、43%和
82%(P <0.001); 胰岛素抵抗指数(homestasis 
model assessment for insulin resistance, HOMA-
I R)(评估胰岛素抵抗的常用指标)在C H B、
CHC以及NAFLD中逐渐增加, 分别为: 2.3±
1.8, 3.0±2.6和3.8±2.7(P <0.001). 2014年的一
项研究[37]显示, 欧洲及中东地区CHB合并脂肪
肝的比例最低为18%, 最高达到62%, 亚太地区




























的一个分支) [40],  对1142例患者进行了平均





瞻性观察. 假定乙型肝炎表面抗原(hepat i t is 
B surface antigen, HBsAg)/抗丙型肝炎病毒
(hepatitis C virus, HCV)双阴性, 并且BMI<30 
kg/m2者HCC发生的相对危险度为1, 则HBsAg
阳性并且抗H C V阴性者H C C发生的相对危
险度如下: BMI<30 kg/m2伴有糖尿病, RR = 
43.0(19.3-96.1); BMI≥30 kg/m2伴有糖尿病, 






达, 激活PI3K/AKT通路, 并下调PTEN表达. HBx
还可干扰胰岛素信号通路, 表现为: 下调胰岛素




















的进展 ,  治疗效
果和预后等方面
影响的报道研究





































8      参考文献
1 Sarin SK, Kumar M, Lau GK, Abbas Z, Chan HL, 
Chen CJ, Chen DS, Chen HL, Chen PJ, Chien 
RN, Dokmeci AK, Gane E, Hou JL, Jafri W, 
Jia J, Kim JH, Lai CL, Lee HC, Lim SG, Liu CJ, 
Locarnini S, Al Mahtab M, Mohamed R, Omata 
M, Park J, Piratvisuth T, Sharma BC, Sollano J, 
Wang FS, Wei L, Yuen MF, Zheng SS, Kao JH. 
Asian-Pacific clinical practice guidelines on the 
management of hepatitis B: a 2015 update. Hepatol 
Int 2016; 10: 1-98 [PMID: 26563120 DOI: 10.1007/
s12072-015-9675-4]
2 Pais R, Rusu E, Zilisteanu D, Circiumaru A, Micu 
L, Voiculescu M, Poynard T, Ratziu V. Prevalence 
of steatosis and insulin resistance in patients 
with chronic hepatitis B compared with chronic 
hepatitis C and non-alcoholic fatty liver disease. 
Eur J Intern Med 2015; 26: 30-36 [PMID: 25553983 
DOI: 10.1016/j.ejim.2014.12.001]
3 Younossi ZM, Stepanova M, Afendy M, Fang Y, 
Younossi Y, Mir H, Srishord M. Changes in the 
prevalence of the most common causes of chronic 
liver diseases in the United States from 1988 to 
2008. Clin Gastroenterol Hepatol 2011; 9: 524-530.
e1; quiz e60 [PMID: 21440669 DOI: 10.1016/
j.cgh.2011.03.020]
4 Farrell GC, Wong VW, Chitturi S. NAFLD in 
Asia--as common and important as in the West. 
Nat Rev Gastroenterol Hepatol 2013; 10: 307-318 
[PMID: 23458891 DOI: 10.1038/nrgastro.2013.34]
5 Fan JG, Farrell GC. Epidemiology of non-
alcoholic fatty liver disease in China. J Hepatol 
2009; 50: 204-210 [PMID: 19014878 DOI: 10.1016/
j.jhep.2008.10.010]
6 Li Y, Xu C, Yu C, Xu L, Miao M. Association of 
serum uric acid level with non-alcoholic fatty 
liver disease: a cross-sectional study. J Hepatol 
2009; 50: 1029-1034 [PMID: 19299029 DOI: 
10.1016/j.jhep.2008.11.021]
7 Lee M, Kowdley KV. Alcohol's effect on other 
chronic liver diseases. Clin Liver Dis 2012; 
16: 827-837 [PMID: 23101984 DOI: 10.1016/
j.cld.2012.08.010]
8 Park SH, Jeon WK, Kim SH, Kim HJ, Park DI, 
Cho YK, Sung IK, Sohn CI, Keum DK, Kim BI. 
Prevalence and risk factors of non-alcoholic fatty 
liver disease among Korean adults. J Gastroenterol 
Hepatol 2006; 21: 138-143 [PMID: 16706825 DOI: 
10.1111/j.1440-1746.2005.04086.x]
9 Chen CH, Huang MH, Yang JC, Nien CK, Yang 
CC, Yeh YH, Yueh SK. Prevalence and etiology 
of elevated serum alanine aminotransferase level 
in an adult population in Taiwan. J Gastroenterol 
Hepatol 2007; 22: 1482-1489 [PMID: 17716352 DOI: 
10.1111/j.1440-1746.2006.04615.x]
10 Tsai CH, Li TC, Lin CC. Metabolic syndrome as 
a risk factor for nonalcoholic fatty liver disease. 
South Med J 2008; 101: 900-905 [PMID: 18708987 
DOI: 10.1097/SMJ.0b013e31817e8af9]
11 Lin YC, Chang PF, Yeh SJ, Liu K, Chen HC. Risk 
factors for liver steatosis in obese children and 
adolescents. Pediatr Neonatol 2010; 51: 149-154 [PMID: 
20675238 DOI: 10.1016/S1875-9572(10)60028-9]
12 Lee YS, Kek BL, Poh LK, Saw SM, Loke KY. 
Association of raised liver transaminases with 
physical inactivity, increased waist-hip ratio, 
and other metabolic morbidities in severely 
obese children. J Pediatr Gastroenterol Nutr 2008; 
47: 172-178 [PMID: 18664869 DOI: 10.1097/
MPG.0b013e318162a0e5]
13 Kikuchi L, Oliveira CP, Carrilho FJ. Nonalcoholic 
fatty liver disease and hepatocellular carcinoma. 
Biomed Res Int 2014; 2014: 106247 [PMID: 24738043 
DOI: 10.1155/2014/106247]
14 Clark JM, Brancati FL, Diehl AM. The prevalence 
and etiology of elevated aminotransferase levels 
in the United States. Am J Gastroenterol 2003; 
98: 960-967 [PMID: 12809815 DOI: 10.1111/
j.1572-0241.2003.07486.x]
15 Adams LA, Lymp JF, St Sauver J, Sanderson SO, 
Lindor KD, Feldstein A, Angulo P. The natural 








的进展 ,  治疗效
果和预后等方面
影响的报道 ,  为
本领域研究者梳
理文献 ,  提出展





2016-03-28|Volume 24|Issue 9|WCJD|www.wjgnet.com 1370
population-based cohort study. Gastroenterology 
2005; 129: 113-121 [PMID: 16012941]
16 Page JM, Harrison SA. NASH and HCC. Clin 
Liver Dis 2009; 13: 631-647 [PMID: 19818310 DOI: 
10.1016/j.cld.2009.07.007]
17 Vernon G, Baranova A, Younossi ZM. Systematic 
review: the epidemiology and natural history of 
non-alcoholic fatty liver disease and non-alcoholic 
steatohepatitis in adults. Aliment Pharmacol Ther 
2011; 34: 274-285 [PMID: 21623852 DOI: 10.1111/
j.1365-2036.2011.04724.x]
18 Lok AS, McMahon BJ. Chronic hepatitis B. 
Hepatology 2007; 45: 507-539 [PMID: 17256718 
DOI: 10.1002/hep.21513]
19 Chen PJ, Chen DS. Hepatitis B virus infection. N 
Engl J Med 1998; 338: 1312; author reply 1312-1313 
[PMID: 9565490]
20 Fan JG, Chitturi S. Hepatitis B and fatty liver: 
causal or coincidental? J Gastroenterol Hepatol 
2008; 23: 679-681 [PMID: 18410599 DOI: 10.1111/
j.1440-1746.2008.05361.x]
21 Zheng RD, Chen JN, Zhuang QY, Lu YH, Chen J, 
Chen BF. Clinical and virological characteristics of 
chronic hepatitis B patients with hepatic steatosis. 
Int J Med Sci 2013; 10: 641-646 [PMID: 23569427 
DOI: 10.7150/ijms.5649]
22 Wong GL, Wong VW, Choi PC, Chan AW, Chim 
AM, Yiu KK, Chan HY, Chan FK, Sung JJ, Chan 
HL. Metabolic syndrome increases the risk of 
liver cirrhosis in chronic hepatitis B. Gut 2009; 
58: 111-117 [PMID: 18832522 DOI: 10.1136/
gut.2008.157735]
23 Wong VW, Wong GL, Chu WC, Chim AM, Ong 
A, Yeung DK, Yiu KK, Chu SH, Chan HY, Woo 
J, Chan FK, Chan HL. Hepatitis B virus infection 
and fatty liver in the general population. J Hepatol 
2012; 56: 533-540 [PMID: 22027575 DOI: 10.1016/
j.jhep.2011.09.013]
24 Czaja AJ, Carpenter HA, Santrach PJ, Moore 
SB. Host- and disease-specific factors affecting 
steatosis in chronic hepatitis C. J Hepatol 1998; 29: 
198-206 [PMID: 9722200]
25 Altlparmak E, Koklu S, Yalinkilic M, Yuksel O, 
Cicek B, Kayacetin E, Sahin T. Viral and host 
causes of fatty liver in chronic hepatitis B. World J 
Gastroenterol 2005; 11: 3056-3059 [PMID: 15918189]
26 Bondini S, Kallman J, Wheeler A, Prakash S, 
Gramlich T, Jondle DM, Younossi ZM. Impact of 
non-alcoholic fatty liver disease on chronic hepatitis 
B. Liver Int 2007; 27: 607-611 [PMID: 17498244 DOI: 
10.1111/j.1478-3231.2007.01482.x]
27 Gordon A, McLean CA, Pedersen JS, Bailey MJ, 
Roberts SK. Hepatic steatosis in chronic hepatitis 
B and C: predictors, distribution and effect on 
fibrosis. J Hepatol 2005; 43: 38-44 [PMID: 15876468 
DOI: 10.1016/j.jhep.2005.01.031]
28 Thomopoulos KC, Arvaniti V, Tsamantas AC, 
Dimitropoulou D, Gogos CA, Siagris D, Theocharis 
GJ, Labropoulou-Karatza C. Prevalence of liver 
steatosis in patients with chronic hepatitis B: a 
study of associated factors and of relationship with 
fibrosis. Eur J Gastroenterol Hepatol 2006; 18: 233-237 
[PMID: 16462535]
29 Cindoruk M, Karakan T, Unal S. Hepatic steatosis 
has no impact on the outcome of treatment in 
patients with chronic hepatitis B infection. J Clin 
Gastroenterol 2007; 41: 513-517 [PMID: 17450036 
DOI: 10.1097/01.mcg.0000225586.78330.60]
30 Tsochatzis E, Papatheodoridis GV, Manesis EK, 
Chrysanthos N, Kafiri G, Archimandritis AJ. 
Hepatic steatosis in chronic hepatitis B develops 
due to host metabolic factors: a comparative 
approach with genotype 1 chronic hepatitis C. Dig 
Liver Dis 2007; 39: 936-942 [PMID: 17720637 DOI: 
10.1016/j.dld.2007.07.151]
31 Lee JG, Lee S, Kim YJ, Cho BM, Park JS, Kim HH, 
Cheong J, Jeong DW, Lee YH, Cho YH, Bae MJ, 
Choi EJ. Association of chronic viral hepatitis B 
with insulin resistance. World J Gastroenterol 2012; 
18: 6120-6126 [PMID: 23155341 DOI: 10.3748/wjg.
v18.i42.6120]
32 Li Z, Xue J , Chen P, Chen L, Yan S, Liu L. 
Prevalence of nonalcoholic fatty liver disease in 
mainland of China: a meta-analysis of published 
studies. J Gastroenterol Hepatol 2014; 29: 42-51 
[PMID: 24219010 DOI: 10.1111/jgh.12428]
33 Patel A, Harrison SA. Hepatitis C virus infection 
and nonalcoholic steatohepatitis. Gastroenterol 
Hepatol (N Y) 2012; 8: 305-312 [PMID: 22933860]
34 Rubbia-Brandt L, Fabris P, Paganin S, Leandro G, 
Male PJ, Giostra E, Carlotto A, Bozzola L, Smedile 
A, Negro F. Steatosis affects chronic hepatitis C 
progression in a genotype specific way. Gut 2004; 
53: 406-412 [PMID: 14960525]
35 Tsochatzis E, Papatheodoridis GV, Manesis EK, 
Chrysanthos N, Kafiri G, Petraki K, Hadziyannis 
E, Pandelidaki H, Zafiropoulou R, Savvas S, 
Koskinas J, Archimandritis AJ. Hepatic steatosis 
in genotype 4 chronic hepatitis C is mainly 
because of metabolic factors. Am J Gastroenterol 
2007; 102: 634-641 [PMID: 17222326 DOI: 10.1111/
j.1572-0241.2006.01025.x]
36 范建高. 重视慢性病毒性肝炎合并脂肪肝的诊断与
治疗. 中华肝脏病杂志 2009; 17: 801-803 
37 Pais R, Rusu E, Ratziu V. The impact of obesity 
and metabolic syndrome on chronic hepatitis B 
and drug-induced liver disease. Clin Liver Dis 
2014; 18: 165-178 [PMID: 24274872 DOI: 10.1016/
j.cld.2013.09.015]
38 Mena Á, Pedreira JD, Castro Á, López S, Vázquez 
P, Poveda E. Metabolic syndrome association 
with fibrosis development in chronic hepatitis 
B virus inactive carriers. J Gastroenterol Hepatol 
2014; 29: 173-178 [PMID: 24219115 DOI: 10.1111/
jgh.12432]
39 Petta S, Cammà C, Di Marco V, Macaluso FS, 
Maida M, Pizzolanti G, Belmonte B, Cabibi D, Di 
Stefano R, Ferraro D, Guarnotta C, Venezia G, 
Craxì A. Hepatic steatosis and insulin resistance 
are associated with severe fibrosis in patients with 
chronic hepatitis caused by HBV or HCV infection. 
Liver Int 2011; 31: 507-515 [PMID: 21382161 DOI: 
10.1111/j.1478-3231.2011.02453.x]
40 Chao LT, Wu CF, Sung FY, Lin CL, Liu CJ, 
Huang CJ, Tsai KS, Yu MW. Insulin, glucose and 
hepatocellular carcinoma risk in male hepatitis 
B carriers: results from 17-year follow-up of a 
population-based cohort. Carcinogenesis 2011; 32: 
876-881 [PMID: 21464041 DOI: 10.1093/carcin/
bgr058]
■名词解释
代谢综合征 :  是
指人体的蛋白质, 
脂肪 ,  碳水化合
物等物质发生代
谢紊乱的病理状
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■同行评价
本 文 较 好 的 综
述 了 非 酒 精 性
脂 肪 性 肝 病
( n o n a l c o h o l i c 










所 发 挥 的 作 用 . 
此外 ,  本文还讨
论 了 关 于 C H B
易 于 合 并 发 生
N A F L D 原 因 的
最新进展 ,  同时
探 讨 N A F L D 对
CHB治疗的不利
影响 .  所引用文
献较新 ,  杂志较
权威 ,  总结的观
点客观准确.
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